Therapeutic approaches targeting tumor vasculature in gastrointestinal cancers.
Antiangiogenic therapy, especially anti-vascular endothelial growth factor (VEGF) antibody therapy, has become an important treatment option for the management of a number of human malignancies including some gastrointestinal tumors. However, there have been many cases of resistance observed against anti-VEGF antibody treatment. As to the first reason, some types of advanced colon cancers do not upregulate VEGF. As to the second reason, not a few malignancies will acquire phenotypic resistance to VEGF or its receptors after anti-VEGF antibody therapy. The molecular and cellular mechanisms associated with the resistance to VEGF-targeted agents are not fully understood. Better understanding of the mechanisms and improvement of antiangiogenic regimens to overcome drug resistance would help in the selection of those patients who are more likely to benefit from VEGF-targeted therapy. Other possible applications of anti-VEGF antibody include chemoprevention of cancer progression. It is well known that angiogenic switch and upregulation of angiogenic cascades are essential for cancer development. Therefore, prophylatic application of anti-VEGF antibody before angiogenic switch may inhibit aggressive growth of these malignancies at an initial phase.